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PROTECTION  OF  HUMAN  SUBJECTS 
Proposed  Policy 

In  the  Federal  Register  of  May  30, 
1974  (39  PR  18914),  regulations  were 
published  as  Part  46  of  Title  45  of  the 
Code  of  Federal  Regulations  providing 
generally  for  the  protection  of  human 
subjects  involved  in  research,  develop¬ 
ment,  or  related  activities  supported  by 
Department  grants  or  contracts.  At  that 
time  it  was  indicated  that  notices  of 
proposed  rulemaking  would  be  developed 
concerning  minors,  fetuses,  abortuses, 
prisoners,  and  the  institutionalized  men¬ 
tally  disabled. 

Coincidentally  with  the  development 
of  the  notice  of  proposed  rulemaking 
set  forth  below,  both  Houses  ol  Con¬ 
gress  reached  agreement  on  the  “Na¬ 
tional  Research  Act,”  and  the  President 
signed  P.L.  93-348  into  law.  Among  other 
things,  the  Act  establishes  an  eleven- 
member  National  Ccxnmissaon  for  the 
Protection  of  Hrnnan  Subjects  in  Bio¬ 
medical  and  Behavioral  Research  to 
“•  •  •  (i)  conduct  a  comprehensive  in¬ 
vestigation  and  study  to  identify  the 
basic  ethical  principles  which  should 
imderlie  the  conduct  of  biomedical  and 
behavioral  research  involving  human 
subjects,  (ii)  develop  guidelines  which 
should  be  followed  in  such  research  to 
assure  that  it  is  conducted  in  accordance 
with  such  principles,  and  (iii)  make 
recommendations  to  the  Secretary  (I) 
for  such  administrative  action  as  may 
be  appropriate  to  apply  such  guidelines 
to  biomedical  and  behavioral  research 
conducted  or  supported  under  programs 
administered  by  the  Secretary,  and  (ID 
concerning  any  other  matter  pertaining 
to  the  protection  of  human  subjects  of 
biomedical  and  behavioral  research.” 

This  notice  of  proposed  rulemaking  is 
published  today  to  continue  the  public 
dialogue  begim  in  November  1973  when 
the  Director  of  the  National  Institutes 
of  Health  published  draft  priH^osals  on 
these  issues  in  the  Federal  Register.  The 
comments  addressed  in  this  preamble  are 
the  result  of  that  issuance. 

The  comments  received  as  a  result  of 
this  notice  of  proposed  rulemaking  will 
not  only  assist  the  Department  to  de¬ 
velop  final  regulations  but  will  also  be 
available  to  the  Commission  for  their  use 
during  the  course  of  their  deliberations 
over  the  next  two  years. 

In  the  light  of  the  450  responses  re¬ 
ceived  as  a  result  of  the  November  issu¬ 
ance,  largely  from  grantee  and  contrac¬ 
tor  organizations,  the  Department  now 
proposes  that,  in  addition  to  the  protec¬ 
tion  afforded  generally  to  all  subjects  of 
research,  development,  and  related  ac¬ 
tivities  supported  by  the  Department  by 
virtue  of  Part  46,  further  protective 
measures  should  be  provided  for  those 
subjects  of  research  whose  capability  of 
providing  informed  consent  is  or  may  be 
absent  or  limited. 


This  would  be  accomplished  by  amend¬ 
ing  Part  46  to  delete  §  46.19  through 
46.22,  redesignating  §  46.1  through  46.18 
as  Subpart  A,  and  adding  new  Subparts 
B  through  F.  If  this  proposal  is  accepted, 
the  regulations  would  be  structured  as 
follows : 

Subpart  A  would  be  the  basic  regula¬ 
tion.  substantially  as  promulgated  on 
May  30, 1974.  This  provides  that  no  activ¬ 
ity  involving  any  human  subject  at  risk 
shall  be  supported  by  a  DHEW  grant  or 
contract  unless  the  applicant  or  offering 
organization  has  established  an  organi¬ 
zational  review  committee  which  has  re¬ 
viewed  and  approved  such  activity  and 
submitted  to  DHEW  a  certification  of 
such  review  and  approval.  This  subpart 
also  provides  that  all  grant  and  contract 
proposals  involving  human  subjects  at 
risk  are  to  be  additionally  evaluated  by 
the  Secretary  for  compliance  with  the 
requirements  of  said  subpart. 

Subpart  B  is  reserved  for  a  separate, 
future  proposed  rulemaking  providing 
additional  protection  for  children. 

Subpart  C  as  described  in  the  present 
proposed  rulemaking  would  call  for  the 
utilization  of  two  special  mechanisms 
for  the  protection  of  the  pregnant  woman 
and  xmbom  child  or  fetus,  where  the 
pregnant  woman  participates  in  a  re¬ 
search,  development,  or  related  activity. 
While  these  mechanisms  are  designed  to 
allow  sufficient  flexibility  for  the  pursuit 
of  new  information  about  the  perinatal 
process,  they  are  also  designed  to  provide 
additional  safeguards  to  assure  that  the 
research  is  acceptable  from  an  ethical 
standpoint. 

Subpart  D  as  described  in  the  present 
proposed  rulemaking  would  give  added 
responsibilities  to  an  organizational  re¬ 
view  committee  where  the  contemplated 
research  would  involve  prisoners  as  sub¬ 
jects  and  also  would  require  in  such  in¬ 
stances  that  a  consent  committee  be  es¬ 
tablished  to  supervise  the  selection  and 
participation  of  prisoners  in  the  re¬ 
search.  Prisoner  groups  are  particularly 
valuable  in  properly  conducted  clinical 
trials  since  they  provide  a  stable  subject 
population  which  can  be  followed  over  a 
period  of  weeks  or  months  rather  than 
days  or  hours.  From  the  point  of  view  of 
the  prisoner  subject,  participation  in  re¬ 
search  offers  an  opportunity  to  make  a 
contribution  to  society  and  to  provide  an 
income,  much  as  other  jobs  in  prison  do. 
Nevertheless,  the  dangers  of  abuse  of 
prisoners’  rights  are  obvious.  For  this 
reason,  the  proposed  rulemaking  calls 
for  additional  safeguards  for  the  rights 
of  prisoners  whose  capability  to  provide 
informed  consent  may  be  affected  by  the 
very  fact  of  their  incarceration. 

-  Subpart  E  as  described  in  the  present 
proposed  rulemaking  offers  additional 
protections  for  the  rights  of  the  mentally 
ill,  the  mentally  retarded,  the  emotion¬ 
ally  distmbed,  and  the  senile  who  are 
confined  to  institutions,  whether  by  vol¬ 
untary  or  involuntary  commitment.  Such 
persons,  by  the  very  nature  of  their  dis¬ 
abilities,  may  be  severely  limited  in  their 
capacity  to  provide  informed  consent  to 
their  participation  in  research.  At  the 


same  time,  the  nature  of  their  disabili¬ 
ties  requires  extensive  research  efforts 
to  the  study  of  the  etiology,  pathogenesis, 
and  therapy  of  their  conditions.  The  pro¬ 
posed  rulemaking  limits  the  research  in 
which  such  subjects  may  be  allowed  to 
participate  to  that  which  is  most  likely 
to  be  of  assistance  to  them  or  to  persons 
similarly  disabled. 

In  developing  the  present  proposed 
rulemaking,  the  Department  has  taken 
into  consideration  the  public’s  comments 
relevant  to  certain  parts  of  the  Introduc¬ 
tion,  Definition,  and  General  Policy  Sec¬ 
tions  of  the  draft  regulations  published 
at  39  FR  18914,  November  16,  1973,  as 
well  as  to  the  draft  regulations  them¬ 
selves.  The  major  comments,  and  the  De¬ 
partment’s  present  proposals,  are  as 
follows: 

Introduction,  General  Policy 
Considerations 

A.  Commentators  suggested,  in  several 
different  contexts,  that  the  regulations 
should  (1)  apply  to  all  research,  regard¬ 
less  of  the  degree  of  risk  or  academic  dis¬ 
cipline  concerned,  and  (ii)  provide  for 
the  exclusion  of  certain  types  of  research, 
particularly  behavioral  and  social  science 
research  as  distinguished  from  biomedi¬ 
cal  research. 

The  Department,  having  considered 
these  ccmiments,  notes  that  the  applica- 
Mlity  provisions  of  the  basic  regulations 
(45  CFR  46.1)  permit  the  Secretary  to 
determine  whether  specific  programs 
place  subjects  at  risk.  Such  determina¬ 
tion  Is  to  be  made  only  after  careful  study 
and  publication  in  the  Federal  Register, 
providing  an  opportimity  for  comment  on 
the  merits  of  each  determination.  With 
reject  to  research  in  the  social  sciences, 
the  Departinent  has  already  indicated 
its  Intention  of  issuing  public  rulemaking 
on  this  matter  (see  39  FR  18914,  para¬ 
graph  A). 

B.  Comments  also  included  suggestions 
that  regulations  should  be  proposed  spe¬ 
cifically  dealing  with  activities  involv¬ 
ing  students,  laboratory  employees, 
seriously  ill  or  terminal  patients,  the  non- 
institutionalized  mentally  disabled,  and 
other  special  groups. 

The  Department  considers  that  any 
abuses  relating  to  these  groups  are  less 
evident  and  that  they  are  afforded  the 
protection  of  the  existing  regulations 
puUlshed  in  39  FR  18914. 

C.  Several  comments  suggested  the 
provislcm  of  additional  guidelines  with 
respect  to  the  distinction  between  estab¬ 
lished  and  accepted  methods  on  the  one 
hand  and  experimental  procedures  on  the 
other. 

While  the  Department  recognizes  the 
theoretical  desirability  of  such  guide¬ 
lines,  and  that  the  practical  necessity  of 
making  such  a  distinction  is  arising  with 
increasing  frequency,  the  feasibility  of 
making  this  distinction  on  a  generalized 
basis  has  yet  to  be  demonstrated.  At  the 
moment  a  regulatory  approach  to  this 
issue  does  not  appear  Justified. 

D.  It  was  suggested  that  all  meetings 
of  organizational  review  committees  and 
similar  groups  established  pursuant  to 
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these  regulations  should  be  open  to  the 
public. 

The  Department  notes  that  since  the 
purpose  of  these  committees  is,  for  the 
most  part,  to  advise  with  respect  to  the 
conduct  of  individual  projects  and  pro¬ 
posals  by  individual  investigators,  a 
blanket  provision  to  this  effect  would 
appear  to  be  inconsistent  with  the  need 
to  protect  the  confidentiality  of  the  pro¬ 
ceedings  and  records  of  institutional  re¬ 
view  and  evaluation  committees. 

Definitions 

A.  Comments  on  the  definition  of 
“Subject  at  Risk”  suggested  changes  in 
language  that  would  (i)  limit  the  con¬ 
cept  of  risk  to  that  encountered  only  in 
addition  to  that  normally  experienced, 
(ii)  eliminate  demonstration  projects  as 
a  possible  source  of  risk,  since  these  are 
nominally  limited  to  application  of  estab¬ 
lished  and  accepted  methods,  (iii)  spe¬ 
cifically  identify  failure  to  maintain  con¬ 
fidentiality  as  a  source  of  risk,  and  (iv) 
provide  a  mechanism  for  identifying  ac¬ 
tivities  essentially  free  of  risk. 

These  comments  are  similar  to  those 
made  with  respect  to  the  same  definition 
as  incorporated  in  an  earlier  proposed 
rulemaking  (38  FR  27882).  In  respond¬ 
ing  to  the  criticism,  the  Department  has 
already  (i)  redefined  “Subject  at  Risk” 
in  45  CFR  46.3(b)  so  as  to  exclude  any 
activity  which  does  not  increase  the 
ordinary  risks  of  daily  life  or  the  recog¬ 
nized  risks  inherent  in  a  chosen  occupa¬ 
tion  or  field  of  service,  (ii)  substituted 
in  45  CFR  46.1(a)  the  term  “develop¬ 
ment”  for  “demonstration,”  (iii)  pro¬ 
vided  in  45  CFR  46.19(b)  specific 
prohibitions  against  disclosures  of  infor¬ 
mation  which  refers  to  or  can  be  identi¬ 
fied  with  a  particular  subject,  and  (iv) 
provided  in  45  CFR  46.1(b)  authority 
for  determination  in  advance  as  to 
whether  a  particular  Federal  program 
or  an  Investigational  method  or  proce¬ 
dure  may  place  subjects  at  risk. 

B.  Comments  on  the  definition  of 
“Clinical  Research”  suggested  inclusion 
in  said  definition  of  the  behavioral  as¬ 
pects  of  research  and  facets  of  medical 
research  necessarily  concerned  with 
diagnosis  and  other  nonetherapeutic 
aspects  of  research. 

Since  the  term  “clinical  research” 
does  not  occur  in  the  present  rulemak¬ 
ing,  the  Department  reserves  its  opinion 
with  respect  to  these  suggestions.  How¬ 
ever,  the  proposed  regulations  are  appli¬ 
cable  to  all  departmental  research,  devel¬ 
opment,  and  related  activities  except 
with  respect  to  Subpart  C,  where  appli¬ 
cability  is  limit^  to  “biomedical 
research”  (§  46.303(b) ). 

C.  Comments  on  “Informed  Consent” 
suggested  the  addition  of  language  con¬ 
cerning  (i)  full  and  complete  disclosure, 
(ii)  the  likelihood  of  success  or  failure 
of  the  experiment,  (iii)  the  use  of  place¬ 
bos  or  other  control  procedures,  (iv) 
provision  of  information  as  to  the  prog¬ 
ress  of  the  research,  (v)  publication  of 
names  of  all  persons,  institutions,  and 
review  committees  involved  in  approval 
of  consent  procedures,  (vl)  provision  of 
legal  counsel  and  technical  advice,  and 


(vii)  assurance  that  the  subject  com¬ 
prehends  the  disclosure. 

The  Department,  having  considered 
these  comments,  notes  that  “Informed 
Consent”  is  presently  defined  in  45  CFR 
46.3(c)  and  not  in  the  present  proposed 
rulemaking.  With  respect  to  the  specific 
suggestions  the  Department  notes  that: 
as  far  as  (i)  is  concerned,  the  reg¬ 
ulations  already  call  for  a  “fair  explana¬ 
tion”  of  the  procedures  and  a  description 
of  risks  and  benefits  reasonably  to  be 
expected:  (ii)  refiects  a  basic  misunder¬ 
standing  of  the  experimental  process 
which  begins,  essentially,  with  the  com¬ 
parison  of  two  or  more  methods,  proce¬ 
dures,  or  modalities  on  the  a  priori 
hypothesis  that  there  will  be  no  differ¬ 
ence;  (iii)  is  implicit  in  the  existing  regu¬ 
lations  and  is  better  emphasized  in  inter¬ 
pretive  materials;  (iv)  would  not  be  an 
element  of  informed  consent  unless  in¬ 
terim  findings  affected  the  risk  of  benefit 
involved;  and  (v)  touches  on  the  subject 
of  a  possible  future  proposed  rulemaking 
and  the  Department  reserves  its  options 
for  the  present.  The  suggestion  in  (vi) 
is  met  in  part  by  the  proposals  in  the 
present  proposed  rulemaking  to  employ 
consent  committees  to  advise  potential 
subjects.  The  last  suggestion  (vii)  goes 
beyond  requirements  for  informed  con¬ 
sent  as  they  have  generally  been  articu¬ 
lated  by  the  courts. 

D.  Comments  also  included  sugges¬ 
tions  for  the  inclusion  of  additional  defi¬ 
nitions  of  (i)  Institutions,  (ii)  Legal 
Guardian,  (iii)  Organizational  Review 
Committee,  (iv)  Institutionalized  Men¬ 
tally  Infirm,  and  (v)  Children  (with  re¬ 
gard  to  age  of  consent).  Parents,  and 
Father. 

The  Department,  having  reviewed 
these  comments,  notes  that  (i)  “Organi¬ 
zation”  is  defined  for  the  purpose  of 
these  regulations  to  include  “institu¬ 
tions”  at  45  CFR  46.3(a) ;  (ii)  “Legally 
authorized  representative”  is  defined  for 
the  purpose  of  these  regualtions  to  in¬ 
clude  legal  guardian  at  45  CFR  46.3(h) ; 
(iii)  the  definition  of  “organizational  re¬ 
view  committee”  is  implicit  in  45  CFR 
46.6;  (iv)  “Institutionalized  mentally 
disabled”  has  been  defined  in  the  pres¬ 
ent  proposed  rulemaking  at  46.503(d) 
to  meet  the  suggestion;  and  (v)  defini¬ 
tion  of  “Children,”  “Parents,”  and 
“Father”  will  be  reconsidered  prior  to 
the  issuance  of  a  future  rulemaking  cov¬ 
ering  research  on  children. 

E.  Several  commentators  criticized 
provisions  of  the  draft  policy  that  would 
have  required  that  activities  to  be  con¬ 
ducted  outside  the  United  States  satisfy 
all  requirements  of  the  Departments  reg¬ 
ulations  including  those  based  on  ethical 
concepts  peculiar  to  the  Judeo-Christian 
moral  heritage  or  to  English  common 
law.  It  was  noted  that  this  would  create 
substantial  problems  for  United  States 
Investigators  working  overseas  since 
these  concepts  are  often  inconsistent  if 
not  in  conflict  with  normal,  ethical,  and 
legal  concepts  in  certain  foreign  coim- 
tries.  For  the  same  reasons,  it  was  argued 
that  these  provisions  would  create  prob¬ 
lems  for  United  States  citizens  assigned, 
detailed,  seconded,  or  acting  as  consult¬ 


ants  to  international  organizations  or  to 
foreign  governmental  or  private  insti¬ 
tutions. 

Having  considered  these  objections,  the 
Department  proposes  to  retain  the  basic 
concept  that  activities  supported  by  De¬ 
partmental  funds  should,  in  general,  be 
subject  to  a  imiform  ethical  policy 
wherever  they  are  conducted,  but  to  per¬ 
mit  the  Secretary  to  modify  consent  pro¬ 
cedures  if  it  can  be  demonstrated  to  his 
satisfaction  that  such  procedures,  as 
modified,  are  acceptable  under  the  legal, 
social,  and  ethical  standards  of  the  locale 
in  which  the  activities  are  to  be 
performed. 

Fetuses,  Abortuses,  and  Pregnant 
Women 

Since  comments  on  the  draft  provi¬ 
sions  in  38  CFR  31738  providing  addi¬ 
tional  protections  for  fetuses,  abortuses, 
in  vitro  fertilization,  and  pregnant  wom¬ 
en  were  integrated  with  those  on  chil¬ 
dren,  it  is  difficult  to  identify  the  com¬ 
munications  specifically  concerned  with 
these  subjects.  However,  it  is  estimated 
that  the  majority  of  the  more  than  400 
letters  received  on  research  with  chil¬ 
dren,  born  and  imbom,  touched  on  one 
or  more  aspects  of  research  with  fetuses, 
abortuses,  and  pregnant  women. 

A.  A  large  number  of  respondents  dis¬ 
agreed  entirely  with  the  idea  of  permit¬ 
ting  research  with  the  fetus,  with  the 
abortus  (whether  living  or  dead) ,  or  with 
the  pregnant  woman  if  the  research 
might  conceivably  endanger  the  fetus. 

The  Department,  having  carefully  con¬ 
sidered  these  comments  and  similar  pro¬ 
posals  reflected  in  general  correspond¬ 
ence  and  in  articles  in  the  public  media, 
notes  that  their  adoption  would  seriously 
hamper  the  development  of  needed  im¬ 
provements  in  the  health  care  of  the 
pregnant  woman,  the  fetus,  and  the  new¬ 
born.  The  opposition  to  research  involve¬ 
ment  of  the  fetus  and  abortus  appears 
to  be  based  in  part  on  the  assumption 
that  the  needed  information  can  be  ob¬ 
tained  through  research  with  animal  spe¬ 
cies  or  with  adults.  Unfortunately,  these 
assumptions  are  not  valid.  While  much 
useful  research  can  be  conducted  in  ani¬ 
mals,  differences  in  species  are  neverthe¬ 
less  so  great  that  any  research  finding 
in  nonhuman  species  must  ultimately  be 
repeated  in  man  before  its  general  ap¬ 
plication  in  human  medicine.  In  addi¬ 
tion,  the  fetus  and  the  newborn  are  not 
small  adults.  They  suffer  from  some  dis¬ 
eases  not  encoimtered  in  the  adult.  They 
may  react  differently  to  the  diseases 
commonly  affecting  both  adult  and 
young,  and  they  may  have  a  different 
response  to  the  same  treatment,  both 
with  regard  to  its  effectiveness  and  to 
its  safety.  The  Department  therefore 
proposes  that  (i)  the  ethical  probity  of 
any  application  or  proposal  for  the  sup¬ 
port  of  any  activity  covered  by  subpart 
C  be  reviewed  by  an  Ethical  Advisory 
Board  as  described  in  §  46.304,  and  (ii) 
the  conduct  of  any  such  activity  sup¬ 
ported  by  the  Department  be  subject  to 
oversight  and  monitoring  4)y  a  consent 
committee  as  described  in  S  46.305. 


FEDERAL  REGISTER,  VOL.  39,  NO.  165 — FRIDAY,  AUGUST  23,  1974 


30650 


PItOPOSED  RULES 


B.  Opinion  was  divided  as  to  the  need 
for  an  Ethical  Advisory  Board.  Many 
respondents  called  it  a  welcome  addi¬ 
tion  in  the  review  process.  Others  felt 
that  it  would  duplicate  the  function  of 
the  local  organizational  review  committee 
and  that  its  existence  would  encourage 
the  organizational  review  committee  to 
be  less  critical  and  would  impose  an  addi¬ 
tional  roadblock  that  would  delay  or  pro¬ 
hibit  important  research  while  needlessly 
consuming  time,  energy,  and  money,  and 
posing  potential  danger  to  a  patient  wait¬ 
ing  for  treatment.  Complaints  were 
voiced  that  such  decisions  shotQd  be  made 
locally,  not  in  Washington,  and  that  the 
investigator  should  be  able  to  present 
his  case  in  person.  Numerous  comments 
suggested  that  the  Board’s  function 
should  be  limited  to  advising  on  policy, 
guidelines,  or  procedures,  and  not  be 
concerned  with  the  review  of  individual 
projects.  This  would  avoid  duplicating 
the  function  of  the  organizational  review 
committee.  Others  suggested  that  the 
Ethical  Advisory  Board  should  serve  as 
an  appeal  body  from  the  organizational 
review  committee. 

There  were  also  numerous  comments 
to  the  effect  that  it  is  imwise  and  im¬ 
possible  to  totally  separate  ethical  and 
scientific  review.  Approval  based  only  on 
ethics  would  be  unethical  if  the  science 
were  bad.  Both  should  be  reviewed 
jointly. 

The  Department,  having  reviewed 
these  comments,  concludes  that  Ethical 
Advisory  Board  remains,  in  concept,  a 
useful  addition  to  the  review  process.  It 
does  not  duplicate  the  functions  of  the 
local  organizational  review  committee, 
since  the  latter  is  primarily  concerned 
with  matters  of  organizational  regula¬ 
tions,  local  standards  of  professional 
practice,  applicable  law  within  its  Juris¬ 
diction,  and  local  community  -attitudes. 
The  Ethical  Advisory  Board  will  be  pri¬ 
marily  concerned  with  similar  issues  at 
the  national  level.  Applications  and  pro¬ 
posals  should  be  capable  of  passing 
scrutiny  at  both  levels.  It  is  therefore 
pitHJOsed  that  the  Ethical  Advisory  Board 
be  retained  as  part  of  the  additional 
protection  mechanism. 

Specific  comments  regarding  the 
establishment  of  an  Ethical  Advisory 
Board  touched  principally  on  (i)  the  pos¬ 
sibility  that  appointment  of  members 
at  an  agency  level  might  lead  to  "loaded” 
Boards,  while  appointment  at  a  higher 
level,  i.e.,  by  a  joint  Congressional  com¬ 
mittee  or  by  independent  outside  bodies, 
might  produce  a  more  objective  group, 
and  (ii)  disagreement  as  to  the  proper 
balance  betw'een  scientist  and  nonscien¬ 
tist  members,  with  a  majority  of  the 
commentators  suggesting  that  more  than 
one-third  of  the  members  i^ould  have 
the  scientific  expertise  necessary  to 
Identify  risks  and  their  possible  conse¬ 
quences.  It  was  specifically  suggested  that 
different  sizes,  compositions,  and  admin¬ 
istrative  locations  of  the  Board  be  tried 
before  selecting  a  final  mechanism.  In 
addition,  it  was  suggested  (iil)  that  a 
fifteen  member  Board  was  too  large,  (iv) 
that  all  members  be  human  geneticists, 
(v)  that  at  least  one  member  be  a  psy¬ 


chologist,  If  behavioral  Issues  were  to  be 
ccmsider^,  (vi)  that  there  be  an  absolute 
ban  (HI  departmental  agency  employees, 
(vii)  that  all  proceedings  be  confidential, 
(vlil)  that  all  meetings  be  open  to  the 
public,  and  (ix)  that  an  app^  mecha¬ 
nism  be  established. 

The  Department,  having  considered 
these  views,  proposes  that  while  an  Eth¬ 
ical  Advisory  Board  to  deal  with  bio¬ 
medical  research  involving  fetuses, 
abortuses,  pregnant  women,  and  in  vitro 
fertilization  might  logically  be  estab¬ 
lished  at  the  National  Institutes  of 
Health,  (i)  the  power  of  appointment 
should  be  reserved  to  the  Secretary,  (ii) 
while  the  membership  should  Include  re¬ 
search  scientists,  physicians,  lawyers, 
clergy  or  ethicists,  and  representatives  of 
the  general  public,  the  balance  between 
callings  should  rest  with  the  Secretary 
as  should  also  (ill)  the  number  of  mem¬ 
bers,  so  that  the  membership  (iv,  v)  can 
be  adjusted  to  the  needs  of  the  Board 
as  the  workload  and  the  Issues  before  it 
dictate.  The  specific  suggestion  (see  vl) 
that  departmental  agency  employees  be 
excluded  is  adopted  and  expanded  to  In¬ 
clude  all  full-time  employees  of  the  Fed¬ 
eral  Government.  The  decisions  with  re¬ 
gard  to  suggestions  (vii)  and  (vili)  will 
be  governed  by  the  provisions  of  the 
Federal  Advisory  C(Hnmittee  Act  which 
generally  require  that  meetings  of  simi¬ 
lar  advisory  groups  be  open  to  the  public 
for  the  purposes  of  policy  discussion,  but 
closed  and  confidential  for  the  purpose 
of  review  of  specific  applications  and 
proposals.  Since  the  Board  will  be  ad¬ 
visory  to  funding  agencies,  the  final  ac¬ 
tion  will  be  that  of  existing  awarding 
authorities,  and  appeal  mechanisms  (ix) 
will  be  provided  only  to  the  extent  avail¬ 
able  xmder  other  existing  departmental 
regulations  and  policies.  These  proposals 
are  incorporated  into  §  46.304. 

C.  A  number  of  respondents  recom¬ 
mended  that  the  policy  governing  in 
vitro  fertilization  be  strengthened,  on  the 
one  hand,  or  liberalized,  on  the  other.  The 
Department  has  considered  these  recom¬ 
mendations,  and  has  provisionally  chosen 
not  to  stipulate  at  this  time  protec¬ 
tions  for  the  product  of  in  vitro  fertiliza¬ 
tion  which  is  not  implanted,  but  rather 
to  leave  that  series  of  issues  to  the  Ethi¬ 
cal  Advisory  Board  established  irnder 
S  46.304(a).  The  Board  will  be  required 
to  weigh,  with  respect  to  specific  re¬ 
search  proposals,  the  state  of  the  art, 
legal  Issues,  community  standards,  and 
the  availability  of  guidelines  to  govern 
each  research  situation. 

Because  biomedical  research  is  not  yet 
near  the  point  of  being  able  to  maintain 
for  a  substantial  period  the  non- 
implanted  product  of  in  vitro  fertiliza¬ 
tion,  no  clear  and  present  danger  arises 
from  not  stipulating  in  these  regulations 
the  protections  for  it.  Given  the  state  of 
the  research,  we  believe  that  such  stipu¬ 
lation  would  be  premature. 

It  is  the  Department’s  intent  that  the 
definition  of  the  term  “fetus”  ( §  46.303 
(d) )  be  construed  to  encompass  both 
the  product  of  in  vivo  conception  and 
the  product  of  in  vitro  fertilization  whlcffi 
is  subsequently  implanted  in  the  donor 


of  the  ovum.  Whatever  the  nature  of  the 
conception  process,  it  is  intended  that 
upon  implantation  the  protections  of 
subpart  C  apply  to  all  fetuses.  It  is  only 
with  respect  to  the  protections  available 
to  the  non-implanted  product  of  in 
vitro  fertilization  that  the  regulations 
are  silent. 

With  respect  to  the  fertilization  of 
human  ova  in  vitro,  it  is  expected  that 
the  Board  will  consider  the  extent  to 
which  current  technology  permits  the 
continued  development  of  such  ova,  as 
well  as  the  legal  and  ethical  Issues  sur¬ 
rounding  the  Initiation  and  disposition 
of  the  products  of  such  research. 

With  respect  to  implantation  of  fer¬ 
tilized  human  ova,  it  is  expected  that 
the  Board  will  consider  such  factors  as 
the  safety  of  the  technique  (with  respect 
to  offspring)  as  demonstrated  in  animal 
studies,  and  clarification  of  the  legal 
responsibilities  of  the  donor  and  recipi¬ 
ent  parent(s)  as  well  as  the  research 
personnel. 

Since  the  Department  does  reserve 
the  option  of  later  specifying  such  pro¬ 
tections  by  regulation,  we  invite  com¬ 
ment  on  the  question  of  appropriate 
regulations  in  the  future. 

D.  The  draft  proposals  Included  a 
suggestion  for  the  establishment  of  a 
protection  committee  which  elicited  nu¬ 
merous  comments  that  the  use  of  the 
term  "protection  committee”  implies  that 
the  Department  recognizes  a  clear,  pres¬ 
ent  need  for  protection  against  the  in¬ 
vestigator.  the  uncertain  relation  of  this 
committee  to  the  organizational  review 
committee,  and  the  uniform  need  for 
and  desirability  for  such  protection. 

Having  reviewed  these  comments,  the 
Department  proposes  an  extensive  revi¬ 
sion  in  this  innovative  concept.  Initially, 
it  acknowledges  that  the  term  "protec¬ 
tion  committee”  is  pejorative  and  pro¬ 
poses  the  term  “consent  committee”  as 
more  appropriate  and  consistent  with 
the  primary  purpose  of  such  bodies.  Fur¬ 
ther,  it  proposes  to  eliminate  specific  re¬ 
quirements  for  the  size  and  composition 
of  such  committees.  Instead,  applicants 
and  offerors  are  to  propose  the  estab¬ 
lishment  of  such  a  committee,  specifying 
its  size,  composition,  and  rules  of  proce¬ 
dure.  In  addition,  where  the  applicant 
or  offeror  believes  that  the  activity  in¬ 
volves  only  negligible  risks,  it  may  £^k 
the  Secretary  to  waive  or  modify  the  re¬ 
quirement  for  a  consent  committee.  All 
proposals  for  the  establishment,  modi¬ 
fication,  or  waiver  of  a  consent  commit¬ 
tee  shall  be  subject  to  review  and 
approval  at  the  local  level  by  the  or¬ 
ganizational  review  committee  and  at 
the  departmental  level  by  the  Ethical 
Advisory  Board.  The  Ethical  Advisory 
Board  may  prescribe  additional  duties 
for  the  consent  committee.  These 
changes  are  incorporated  in  S  46.305.  In 
view  of  this  drastic  change  in  concept 
of  the  committee,  detailed  discussion  of 
the  many  excellent  and  often  thought- 
provoking  comments  concerned  with 
details  of  the  original  draft  seems 
inapprcHPriate. 
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E.  Many  critical  comments  were  ad¬ 
dressed  to  the  definitions  used  in  this 
subpart,  specifically: 

1.  “Pregnancy.”  It  was  suggested  that 
pregnancy  should  be  defined  (i)  con¬ 
ceptually  to  begin  at  the  time  of  fertil¬ 
ization  of  the  ovum,  and  (ii)  operation¬ 
ally  by  actual  test  unless  the  woman  has 
been  surgically  rendered  incapable  of 
pregnancy. 

While  the  Department  has  no  argu¬ 
ment  with  the  conceptual  definition  as 
proposed  above,  it  sees  no  way  of  basing 
regulations  on  the  concept.  Bather,  in 
order  to  provide  an  administerable  pol¬ 
icy,  the  definition  must  be  based  on 
existing  medical  technology  which  per¬ 
mits  confirmation  of  pregnancy.  This 
approach  is  reflected  by  §  46.303(c). 

2.  “Viability  of  the  Fetus”.  Many  rec¬ 
ommendations  were  received  concerning 
the  definition  of  viability  of  the  fetus 
after  premature  delivery  or  abortion. 
Some  respondents  urged  that  presence 
Of  fetal  heartbeat  be  definitive  (whether 
or  not  there  is  respiration)  while  others 
xirged  that  identifiable  cortical  activity 
be  specified  as  an  alternative  sign  of 
viability.  The  Department  has  concluded 
that  the  issue  of  viability  is  a  fimction 
of  technological  advance,  and  therefore 
must  be  decided  with  reference  to  the 
medical  realities  of  the  present  time.  We 
reserve  the  option  of  redefining  the  pa¬ 
rameters  as  conditions  warrant. 

Only  upon  the  basis  of  a  definition 
which  is  both  precise  and  consistent  with 
current  medical  capability  can  a  regula¬ 
tion  realistically  be  interpreted  and  en¬ 
forced.  Current  technology  is  such  that 
a  fetus,  given  the  benefit  of  available 
medical  therapy,  cannot  survive  unless 
the  lungs  can  be  inflated  so  that  respira¬ 
tion  can  take  place.  Without  this  capa¬ 
bility,  even  if  the  heart  is  beating,  the 
fetus  is  nonviable.  In  the  future,  if  tech¬ 
nology  has  advanced  to  the  point  of  sus¬ 
taining  a  fetus  with  non-infiatable  lungs, 
the  definition  can  and  should  be  modified. 

The  Department  has  therefore  chosen 
to  specify,  in  the  definition  of  viability 
of  the  fetus  (§  46.303(e) ) ,  that  heart 
beat  and  respiration  are,  jointly,  to  be 
the  indicator  of  viability. 

3.  “Abortus.”  Various  comments  noted 
that  this  definition  is  more  restrictive 
than  the  usual  medical  definition  of  the 
abortus  as  a  “nonviable  fetus,”  and  sug¬ 
gested  substitution  of  the  broader 
definition. 

The  Department  proposes  to  retain  the 
original  definition  for  the  purposes  of 
these  regulations.  There  is  general  agree¬ 
ment  that  there  are  distinct  ethical  prob¬ 
lems  involved  in  decisions  concerning 
research  use  of  the  intact  fetus,  or  use 
of  organs  or  tissues  obtained  from  a  fetus 
that  has  died  in  utero  or  from  an  abortus 
at  autopsy.  The  definition  recurs  with 
minor  editorial  changes  in  §  46.303(f). 

P.  Several  comments  were  critical  of 
the  draft  regulation’s  provisions  limiting 
activities  involving  pregnant  women  to 
those  not  adversely  affecting  the  fetus, 
except  where  the  primary  purpose  of  the 
acti\dty  was  to  benefit  the  fetus.  It  was 
suggested  that  the  regulations  (i)  shoiild 
contain  language  permitting  exceptions 


for  research  necessary  to  meet  the  health 
needs  of  the  mother,  and  (ii)  should 
grant  the  right  to  participate  in  research 
aimed  at  improvement  of  methods  of 
abortion,  birth  control,  and  genetic 
Intervention. 

The  Department  concurs  with  the  first 
suggestion,  (i),  and  proposes  that  the 
regulations  permit  research  whose  pri¬ 
mary  interest  is  to  benefit  the  particular 
fetus  or  to  respond  to  the  health  needs 
of  the  pregnant  woman.  It  does  not  fully 
accept  the  second  suggestion,  (ii),  and 
proposes  that  the  regulations  permit 
fetal  research  concerned  with  diagnosis 
and  prevention  of  perinatal  disease,  and 
to  offset  the  effects  of  genetic  abnormal¬ 
ity  or  congenital  injury,  but  only  when 
such  research  is  done  as  part  of  a  pro¬ 
cedure  properly  performed  to  terminate 
a  pregnancy.  These  changes  are  incor¬ 
porated  into  5  46.306(a).  The  Depart¬ 
ment  has  tentatively  concluded  that 
consideration  of  risk  vs.  benefit  with  re¬ 
spect  to  fetal  research  does  not  seem  to 
be  appropriate. 

G.  Draft  regulation  provisions  re¬ 
quired  maternal  consent  and  the  consent 
of  the  father  if  he  were  available  and 
capable  of  participating  in  the  consent 
process.  Tto  provision  was  strongly 
criticized  on  the  grounds  that  it  covild 
permit  the  father  of  the  fetus  to  deny 
needed  health  care  to  the  woman  or  to 
the  fetus  even  thovigh  he  had  no  marital 
obligations,  and  that  it  might  result  in 
undue  delay  in  the  delivery  of  health 
care.  It  was  also  pointed  out  that  the 
regulation  did  not  touch  on  the  question 
of  the  validity  of  consent  by  a  pregnant 
minor. 

The  Department  agrees.  It  is  now  pro¬ 
posed  that  paternal  consent  be  sought 
only  if  the  activity  is  not  responding  to 
the  health  needs  of  the  pregnant  woman 
and  the  father  is  reasonably  available. 
These  changes  are  reflected  by 
§  46.306(b) . 

H.  The  Department  has  provisionally 
chosen,  in  §  46.306(a) ,  to  permit  research 
to  be  imdertaken  from  which  there  will 
be  risk  of  harm  to  the  fetus  if  such 
research  is  conducted  as  part  of  the  abor¬ 
tion  procedure.  This  decision,  upon 
which  we  invite  comment,  has  been  made 
in  the  expectation  that  such  research 
may  produce  new  technology  which  will 
enable  countless  premature  infants  to 
live  who  now  cannot. 

It  is  not  intended  that  this  provision 
be  construed  to  permit  fetal  research  in 
anticipation  of  abortion  prior  to  the  com¬ 
mencement  of  the  termination  procedure 
itself. 

While  it  is  true  that  the  class  of  fetuses 
for  whom  abortion  is  contemplated  will 
be  placed  at  greater  research  risk  than 
all  fetuses  in  general,  such  risk  can  arise 
only  after  implementation  of  the  double 
safeguard  of  parental  consent  to  the  con¬ 
templated  abortion,  and  second  parental 
consent  to  the  research  procedure  itself. 

I.  Comments  regarding  activities  in¬ 
volving  the  abortus  were  concerned  with 
the  issue  of  maintaining  vital  functions 
and  signs.  It  was  argued  that  maihtain- 
ing  vital  functions  at  the  level  of  the 
organ,  tissue,  or  cell  is  essential  to  studies 


and  involves  no  prolongation  of  the  dying 
of  the  abortus.  At  the  same  time,  it  was 
argued  that  termination  of  the  heart  beat 
should  not  be  prohibited  since  temporary 
cardiac  arrest  has  proved  essential  in  the 
development  of  surgical  techniques  nec¬ 
essary  to  correct  congenital  heart  defects. 

Neither  of  these  objections  appear 
valid  and  no  significant  changes  in 
§  46.307  are  proposed.  However,  in  order 
to  emphasize  again  the  distinction  be¬ 
tween  research  with  the  whole  fetus  or 
abortus,  functioning  as  an  organism  with 
detectable  vital  signs,  and  with  the  dead 
fetus  or  abortus,  the  Department  has 
added  §  46.308,  concerning  activities  in¬ 
volving  a  dead  fetus  or  abortus,  and 
§  46.309,  concerning  the  abortus  as  an 
organ  or  tissue  donor.  Also  5  46.307(d) 
has  been  expanded  to  permit  the  artifi¬ 
cial  maintenance  of  vital  functions  of  an 
abortus  where  the  purpose  is  to  develop 
new  methods  for  enabling  the  abortus  to 
survive  to  the  point  of  viability. 

The  Department  feels  that  there  is  evi¬ 
dent  distinction  between  “termination” 
and  “arrest”  of  the  clinical  signs  as  ap¬ 
plied  to  the  fetus  or  premature  Infant, 
but  that  no  such  distinction  is  valid  or 
applicable  where  the  abortus  is  con¬ 
cerned. 

Prisoners 

Forty-seven  responses  spoke  to  the  pro¬ 
visions  regarding  additional  protection 
for  prisoners  involved  as  subjects.  Of 
these,  two  were  from  individuals  Identi¬ 
fying  themselves  as  prisoners,  seven 
were  from  State  correctional  institutions 
or  State  agencies,  and  four  were  from 
representatives  of  the  pharmaceutical 
industry. 

A.  In  comments  directed  at  the  overall 
nature  of  the  draft  regulations  providing 
additional  protection  for  prisoners,  ap¬ 
proximately  equal  numbers  of  respond¬ 
ents  (i)  denied  that  any  significant  addi¬ 
tions  were  necessary,  and  (ii)  proposed 
either  the  exclusion  of  prisoners  from 
any  research  or  experimentation  not  in¬ 
tended  for  the  personal  benefit  of  a 
prisoner,  or  highly  restrictive  regulations 
to  accomplish  the  same  purpose. 

The  Department,  having  reviewed  these 
comments,  has  not  been  persuaded  that 
any  change  should  be  made  in  the  initial 
proposal. 

B.  A  number  of  comments  were  con¬ 
cerned  with  the  relationship  between  the 
existing  organizational  review  commit¬ 
tees  and  the  proposed  Protection  Com¬ 
mittee.  It  was  pointed  out  by  several  that, 
as  proposed,  the  two  committees  would 
not  only  have  overlapping  functions  and 
authority  but  could  operate  independent¬ 
ly  of  each  other  with  conflicting  direc¬ 
tives  and  objectives  that  would  not 
practicably  provide  additional  protec¬ 
tion  of  prisoners  used  as  subjects. 

The  Department,  recognizing  the  im¬ 
portance  of  preserving  the  authority  of 
the  organizational  review  committee  as 
the  primary  institutional  focus  for  the 
Implementation  of  the  Department  of 
Health,  Education,  and  Welfare  regula¬ 
tions,  proposes  to  assign  to  the  organiza¬ 
tional  review  committee  the  additional 
duties  specified  under  5  46.404(a). 
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A  committee  auxiliary  to  the  organiza¬ 
tional  review  committee,  now  designated 
the  consent  committee,  will  have  the 
character  and  responsibilities  specified  in 
§  46.406.  In  keeping  with  this  modified 
position  it  should  be  noted  that  when  the 
organizational  review  committee  deter¬ 
mines  that  an  activity  would  involve  no 
risk  or  negligible  risk  to  any  prisoner 
while  serving  as  a  subject,  the  organiza¬ 
tion  may  request  the  Secretary  to  con¬ 
sider  a  modification  or  waiver  of  the  re¬ 
quirement  for  a  consent  committee. 

C.  Comments  on  the  proposed  prohibi¬ 
tion  of  research  involvement  of  persons 
awaiting  arraignment,  trial,  or  sentenc¬ 
ing  expressed  doubts  that  these  individ¬ 
uals  shoiUd  be  denied  the  benefits  of  in¬ 
novative  procedures,  particularly  those 
concerned  with  sociological  research. 

The  Department  agrees  that  the  uni¬ 
form  exclusion  of  any  such  person  from 
research  should  not  be  mandatory  and 
proposes  to  permit  his  participation  in  an 
activity  as  a  subject  when  the  risk  is 
negligible  and  the  intent  of  the  activity 
is  therapeutic  for  him  or  relates  to  the 
nature  of  his  confinement.  This  modifi¬ 
cation  is  incorporated  into  §  46.406. 

D.  The  draft  requirement  for  DHEW 
accreditation  of  prison  facilities  as  sites 
for  the  performance  of  research,  de¬ 
velopment,  and  related  activities  involv¬ 
ing  prisoner  subjects  was  severely  criti¬ 
cized,  principally  because  of  the  jurisdic¬ 
tional  problems  inherent  in  any  attempt 
to  impose  a  Federal  regulatory  require¬ 
ment  on  an  autonomous  State  facility. 

The  Department  concludes  that  this 
draft  proposal  was  ill-advised.  However, 
in  order  to  attain  the  objective  on  an 
activity  basis,  certain  specific  prerequi¬ 
sites  for  the  protection  of  prisoner  sub¬ 
jects  within  facilities  have  been  added 
to  S  46.404(a)  to  properly  relate  condi¬ 
tions  in  a  facility  to  the  issue  of  undue 
Inducements  to  participation  by  pris¬ 
oners  as  subjects  in  an  activity. 

Mentally  Disabled 

Over  40  of  the  responses  spoke  directly 
to  the  section  of  the  draTt  concerned  with 
the  "mentally  infirm.”  Many  of  these  ob¬ 
jected  initially  to  the  use  of  Uie  word 
"infirm”  as  refiecting  an  antiquated 
noticm  of  mental  illness. 

The  Department  agrees,  and  proposes 
to  substitute  “disabled”  for  “infirm,” 
though  noting  that  there  is  no  clearly 
preferable  collective  term  for  the  groups 
described. 

A.  Comments  on  the  purpose  of  this 
section  expressed  satisfaction  with  the 
intent  to  provide  additional  protection 
for  this  group  but  dissatisfaction  with 
the  actual  language  employed.  Specifi¬ 
cally,  they  noted  that  not  institutional¬ 
ization  but  rather  the  limitation  of  per¬ 
sonal  rights  and  freedom  imposed  by  in- 
stitutionaUzation  is  the  determining 
issue.  Similarly,  it  is  not  only  ttie  poten¬ 
tial  subject’s  (fifficulty  in  comprehending 
risks  that  is  at  issue,  but  his  abUity  to 
comprehend  generally. 

The  Department  concurs.  Proposed 
changes  in  language  are  Incorporated  in 
S  46.52. 


B.  Many  of  the  respondents  objected 
to  one  or  more  of  the  definitions  peculiar 
to  this  subpart.  The  criticisms  and  the 
Department’s  proposed  changes  are  as 
follows: 

1.  “Mentally  infirm.”  In  addition  to 
requesting  substitution  of  another  term 
for  “infirm,”  respondents  raised  confiict- 
ing  objections  to  the  definition’s  cover¬ 
age.  Some  felt  that  it  was  overly  in¬ 
clusive;  others  felt  it  was  too  narrow. 
Some  felt  that  epileptics  should  be 
specifically  included,  as  well  as  those  who 
are  temporarily  or  permanently  m^tally 
incapacitated  as  a  result  of  a  physical 
condition  such  as  stroke,  brain  damage, 
trauma,  etc. 

The  Department,  having  carefully  re¬ 
viewed  these  comments,  proposes  no 
basic  change  in  the  definition.  It  concurs 
with  many  reviewers  in  the  opinion  that 
the  definition  is  broad  enough  to  include 
any  category  of  subjects  proposed  for 
specific  addition.  Minor  editorial  changes 
have  been  made  in  §  46.503(b). 

2.  “Institutionalized.”  Commentators 
noted  that  (i)  the  relations  should 
cover  all  mentally  disabled  persons 
regardless  of  institutionalization,  (ii)  not 
all  involuntary  commitments  are  by 
order  of  a  court,  (iii)  the  draft  refers  to 
"residence”  and  “confinement”  in  similar 
contexts,  though  the  terms  do  not  carry 
the  same  connotation,  and  (Iv)  the  de¬ 
finition  does  not  specify  halfway  houses, 
lodges,  day/night  hospitals,  nursing 
homes,  and  psychiatric  wards  of  hos¬ 
pitals  as  places  where  subjects  might  be 
institutionalized. 

The  Department  notes  that  (i)  the 
non -institutionalized  mentally  disabled 
are  covered  by  the  existing  regulations 
published  as  39  FR  18914  and  need  not 
be  included  under  these  additional  pro¬ 
tections.  Such  individuals  are  not  neces- 
ssodly  subject  to  all  limitations  on  their 
freedom  and  rights  as  described  in 
§  46.502  of  this  proposed  rulemaking. 
Consideration  will  be  given,  however,  to 
dealing  with  the  noninstitutionalized 
legally  incompetent  who  are  mentally 
disabled  in  a  subsequent  notice  of  pro¬ 
posed  rulemaking.  With  regard  to  (il), 
the  implication  that  court  orders  are 
the  sole  basis  for  involuntary  confine¬ 
ment  is  incorrect  and  should  be  removed. 
Editorial  changes  have  been  made  in 
§  46.503  to  emphasize  that  concern  there¬ 
in  is  with  those  “*  *  •  confined  •  •  * 
in  a  residential  institution  •  •  •”  (see 
iii)  and,  in  order  to  designate  the  type 
of  institutions  concerned  (see  iv),  it  is 
proposed  to  separately  define  “Institu¬ 
tionalized  mentally  disabled  individuals” 
in  §  46.503  to  include  examples  of  such 
institutions.  'These  changes  are  incor¬ 
porated  in  9  46.503(c)  and  i  46.503(d). 

C.  While  most  respondents  endorsed 
the  intent  of  the  draft  limitations  on 
activities  Involving  the  institutionalized 
mentally  disabled,  there  were  several 
specific  criticisms  of  the  terms  used. 
Several  persons  suggested  that  any  limi¬ 
tation  of  research  to  that  related  to  a 
particular  subject’s  “impairment’*  be 
worded  so  as  to  include  any  Illness  from 
which  the  person  suffers  so  that,  for  ex¬ 


ample,  an  institutionalized  mentally  dis¬ 
abled  person  with  cancer  could  not  be 
denied  the  benefits  of  research  in  cancer 
therapy. 

Further,  this  limitation  could  exclude 
the  use  of  such  subjects  as  controls  in 
research  which  might  benefit  those 
suffering  from  a  mental  disability  other 
than  the  specific  one  from  which  a 
particular  subject  suffers.  Still  further, 
mentally  disabled  people  should  be  m- 
volved  as  subjects  in  research  on  infirmi¬ 
ties  other  than  their  own  because  of  lack 
of  knowledge  of  the  causes  of  mental  and 
emotional  disorders. 

Many  respondents  felt  that  there  was 
Inadequate  recognition  of  the  need  for 
research  with  the  mentally  disabled  on 
basic  psychological  processes  (e.g.,  learn¬ 
ing,  perception,  and  cognitive  functions) 
which  are  fundamental  to  the  study  of 
the  treatment,  etiology,  pathogenesis, 
prevention,  and  treatment  of  such  dis¬ 
abilities. 

The  Department  agrees  that  the  lan¬ 
guage  of  the  draft  limiting  research  to 
the  disease  ^titles  affecting  individual 
subjects  is  probably  not  in  the  Interests 
of  the  institutionalized  mentally  disabled 
as  a  class.  The  Department  does  not 
agree  that  it  would  be  appropriate  to 
permit  this  class  of  subjects  to  be  in¬ 
volved  in  research  imrelated  to  the 
causes,  nature,  or  circumstances  of  their 
institutionalization.  While  there  are 
possible  disadvantages  to  the  institutlcm- 
alized  mentally  disabled  inherent  in  this 
restriction,  the  possible  risks  of  using 
the  mentally  disabled  in  such  research 
outweigh  its  advantages.  The  proposed 
changes  are  incorporated  in  §  46.504(a). 
Editorial  changes  are  reflected  in  9  46.504 
(b)  and  9  46.504(c). 

D.  Criticisms  of  the  draft’s  suggestion 
of  the  establishment  or  a  protection  com¬ 
mittee  in  connection  with  each  activity 
conducted  in  an  institution  for  the  men¬ 
tally  retarded  were  similar  to  those  aimed 
at  the  protection  (xxnmittee  to  be  estab¬ 
lished  in  connection  with  research  on  the 
pregnant  woman  smd  on  the  fetus.  The 
D^artment  proposes  to  change  the  title 
of  the  committee  to  “consent  committee” 
and  to  change  the  regulations  governing 
size,  composition,  and  operating  rules 
to  conform  to  those  previously  described 
for  9  46.305.  Such  changes  are  incorpo¬ 
rated  in  9  46.506. 

E.  With  respect  to  9  46.603(b),  the 
Department  reserves  the  i^ht  to  amend 
this  section  if  legislation  how  being  de¬ 
veloped  by  the  Executive  Branch  on  the 
safe  guarding  of  individually  linked  data 
used  for  statistical  and  research  purposes 
is  enacted. 

Written  comments  concerning  the  pro¬ 
posed  regulation  are  Invited  from  inter¬ 
ested  persons.  Inquiries  may  be  ad¬ 
dressed  and  data,  ^ews,  and  arguments 
relating  to  the  proposed  regulations  may 
be  presented  in  writing,  in  triplicate,  to 
the  Chief,  Institutional  Relations 
Branch,  Division  of  Research  Grants, 
National  Institutes  of  Health,  9000  Rock¬ 
ville  Pike,  Bethesda,  Maryland  20014.  All 
comments  received  will  be  available  for 
inspection  at  the  National  Institutes  of 
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Health,  Room  303,  Westwood  Building. 
5333  Westbard  Avenue,  Bethesda,  Mary¬ 
land,  weekdays  (Federal  holidays  ex¬ 
cepted)  between  the  hours  of  9:00  a.nu 
and  4:30  p.m.  All  relevant  material  re¬ 
ceived  on  or  before  November  21,  1974 
will  be  considered. 

Notice  is  also  given  that  it  is  pro¬ 
posed  to  make  any  amendments  that  are 
adopted  effective  upon  publication  in  the 
Federal  Register. 

Dated:  August  15,  1974. 

Caspar  W.  Weinberger, 

Secretary. 

It  is  therefore  proposed  to  amend  Part 
46  of  Subtitle  A  of  Title  45  of  the  Code 
of  Federal  Regulations  by: 

1.  Revising  §§  46.19  through  46.22  and 
renumbering  them  as  S§  46.603  through 
46.606,  reading  as  set  forth  in  Subpart  F 
below. 

2.  Designating  §§  46.1  through  46.18  as 
Subpart  A,  renumbering  these  §S  46.101 
through  46.118,  and  modifying  all  refer¬ 
ences  thereto  accordingly. 

3.  Reserving  Subpart  B. 

4.  Adding  the  following  new  Subparts 
C  through  F. 

Subpart  C — Additional  Protactiona  Pertaining  to 
Biomedical  Research,  Development,  and  Re¬ 
lated  Activities  Involving  Fetuses,  Abortuses, 
Pregnant  Women,  and  In  Vitro  Fertilization 

Sco 

46.301  ApplicabUlty. 

46.302  Purpose. 

46.303  Deanltions. 

46.304  Ethical  Advisory  Board. 

46.305  Establishment  of  a  consent  com¬ 

mittee. 

46.306  Activities  involving  fetuses  in  utero 

or  pregnant  women. 

46.307  Activities  involving  abortuses. 

46.308  Activities  involving  a  dead  fetus  or 

abortus.  ^ 

49.308  Activities  Involving  the  abortus  as  an 

organ  or  tissue  donor. 

46.310  Activities  to  be  performed  outside 
the  United  States. 

Subpart  D — Additional  Protections  Pertaining  to 
Activities  Involving  Prisoners  as  Subjects 

46.401  Applloability. 

46.402  Purpose. 

46.403  Definitions. 

46.404  Additional  duties  of  the  organiza¬ 

tional  review  committee  where 
prisoners  are  involved. 

46.405  Establishment  of  a  consent  commit¬ 

tee. 

46.406  Special  restrictions. 

46.407  Activities  to  be  performed  outside  the 

'United  States. 

Subpart  E — Additional  Protections  Partalning  to 
Activities  Involving  the  Institutionalized  Men¬ 
tally  Disabled  as  Subjects 

46.501  Applicability. 

46.502  Piupose. 

46.503  Definitions. 

46.504  Activities  Involving  the  institution¬ 

alized  mentally  disabled. 

46.505  Additional  duties  of  the  organiza¬ 

tional  review  committee  where  the 
institutionalized  mentaUy  disabled 
are  involved. 

46.506  Establishment  of  a  consent  commit¬ 

tee. 

46.507  Activities  to  be  performed  outside 

the  United  States. 

Subpart  F — General  Provisions 

46.601  Applicability. 


Sec.  / 

46.602  Multiple  consent  committee  require¬ 

ments. 

46.603  Organization’s  record;  confidential¬ 

ity. 

46.604  Reports. 

46.605  Early  termination  of  awards;  evalua¬ 

tion  of  subsequent  applications. 

46.606  Conditions. 

46.607  Activities  conducted  by  Department 

employe.es. 

Authority:  5  U.S.C.  301. 

Subpart  C — Additional  Protections  Pertain¬ 
ing  to  Biomedical  Research,  Develop¬ 
ment,  and  Related  Activities  Involving 
Fetuses,  Abortuses,  Pregnant  Women, 
and  In  Vitro  Fertilization 

§  46.301  Applicability. 

(a)  The  regulations  in  this  subpart 
are  applicable  to  all  Department  of 
Health,  Education,  and  Welfare  grants 
and  contracts  supporting  biomedical  re¬ 
search,  development,  and  related  activi¬ 
ties  involving:  (1)  the  fetus  in  utero, 
(2)  the  abortus,  as  that  term  is  d^ned 
in  §  46.303,  (3)  pregnant  women,  and 
(4)  in  vitro  fertilization.  In  addition, 
these  regulations  are  applicable  to  all 
such  activities  involving  women  who 
could  become  pregnant,  except  where 
the  applicant  or  offeror  shows  to  the 
satisfaction  of  the  Secretary  that  ade¬ 
quate  steps  will  be  taken  in  the  conduct 
of  the  activity  to  avoid  involvement  of 
women  who  are  pregnant. 

(b)  Nothing  in  this  subpart  shall  be 
construed  as  indicating  that  compliance 
with  the  procedures  set  forth  herein  will 
in  any  way  render  inapplicable  pertinent 
State  or  l(x:al  laws  bearing  upon  activi¬ 
ties  covered  by  this  subpart. 

(c)  The  requirements  of  this  subpart 
are  in  addition  to  those  imposed  under 
the  other  subparts  of  this  part. 

§  46.302  Purpose. 

It  is  the  purpose  of  this  subpart  to  pro¬ 
vide  additional  safeguards  in  reviewing 
activities  to  which  this  subpart  is  appli¬ 
cable  to  assure  that  they  conform  to  ap¬ 
propriate  ethical  standards  and  relate  to 
important  societal  needs. 

§  46.303  Definitions. 

As  used  in  this  subpart: 

(a)  "Secretary”  means  the  Secretary 
of  Health,  Education,  and  Welfare  or 
any  other  officer  or  employee  of  the  De¬ 
partment  of  Health,  Education,  and 
Welfare  to  whom  authority  has  been 
delegated. 

(b)  “Biomedical  research,  develop¬ 
ment,  and  related  activities”  means  re¬ 
search,  development,  or  related  activi¬ 
ties  Involving  biological  study  (Including 
but  not  limited  to  medical  or  surgical 
procedvures,  withdrawal  or  removal  of 
body  tissue  or  fluid,  administration  of 
chemical  substances  or  input  of  energy, 
deviation  from  normal  diet  or  hygiene, 
and  manipulation  or  observation  of 
bodily  processes) . 

(c)  “Pregnancy”  encompasses  the 
period  of  time  from  confirmation  of  im¬ 
plantation  imtil  delivery. 

(d)  “Fetus”  means  the  product  of 
conception  from  the  time  of  implanta¬ 
tion  to  the  time  of  delivery.  • 

(e)  “Viability  of  the  fetus”  means  the 


ability  of  the  fetus,  after  either  spon¬ 
taneous  or  induced  delivery,  to  survive 
(given  the  benefit  of  available  medical 
therapy)  to  the  point  of  independently 
maintaining  heart  beat  and  respiration. 

If  the  fetus  has  this  ability,  it  is  viable 
and  therefore  a  premature  infant. 

(f )  “Abortus”  means  a  fetus  when  it  is 
expelled  whole,  prior  to  viability,  whether 
spontaneously  or  as  a  result  of  medical 
or  surgical  intervention.  The  term  does 
not  apply  to  the  placenta:  fetal  material 
which  is  macerated  at  the  time  of  expul¬ 
sion;  or  ceUs,  tissue,  or  organs  excised 
from  a  dead  fetus. 

(g)  “In  vitro  fertilization”  means  any 
fertilization  of  human  ova  which  occurs 
outside  the  body  of  a  female,  either 
through  admixture  of  donor  sperm  and 
ova  or  by  any  other  means. 

§  46.304  Ethical  Advisory  Board. 

(a)  All  applications  or  proposals  for 
the  support  of  activities  covered  by 
this  subpart  shall  be  reviewed  by  an 
Ethical  Advisory  Board,  established  by 
the  Secretary  within  the  National  In¬ 
stitutes  of  Health,  which  shall  advise 
the  funding  agency  concerning  the  ac¬ 
ceptability  of  such  activities  from  an 
ethical  standpoint. 

(b)  Members  of  the  Board  shall  be  so 
selected  that  the  Board  will  be  compe¬ 
tent  to  deal  with  medical,  legal,  social, 
and  ethical  issues  and  shMl  Include,  for 
example,  research  scientists,  physicians, 
lawyers,  and  clergy  and/or  ethiclsts,  as 
well  as  representatives  of  the  general 
public.  No  Board  member  may  be  a  reg¬ 
ular,  full-time  employee  of  the  Federal 
Government. 

§  46.305  Establishment  of  a  consent 
committee. 

(a)  Except  as  provided  In  parsigraph 

(c)  of  this  section,  no  activity  covered 
by  this  subpart  may  be  supiMrted  unless 
the  applicant  or  offeror  has  provided  an 
assurance  acceptable  to  the  Secretary 
that  it  will  establish  a  consent  commit¬ 
tee  (as  provided  for  in  the  application 
or  offer  and  approved  by  the  Secretary) 
for  each  such  activity,  to  oversee  the 
actual  process  by  which  individual 
consents  required  by  this  subpart  are 
secured,  to  monitor  the  progress  of  the 
activity  and  intervene  as  necessary,  and 
to  carry  out  such  other  duties  as  the 
Secreta^  (with  the  advice  of  the  Ethi¬ 
cal  Advisory  Board)  may  prescribe.  The 
duties  of  the  consent  committee  may 
include: 

(1)  Participation  in  the  actual  selec¬ 
tion  process  and  securing  of  consents  to 
assure  that  all  elements  of  a  legally 
effective  informed  consent,  as  outlined 
in  §  46.3,  are  satisfied.  Depending  on 
what  may  be  prescribed  in  the  applica¬ 
tion  or  offer  approved  by  the  Secretary, 
this  might  require  approval  by  the  com¬ 
mittee  of  individual  participation  in  the 
activity  or  it  might  simply  call  for  veri¬ 
fication  (e.g.,  through  sampling)  that 
procedures  prescribed  in  the  approved 
application  or  offer  are  being  followed. 

(2)  Monitoring  the  progress  of  the  ac¬ 
tivity.  Depending  on  what  may  be  pre¬ 
scribed  in  the  application  or  offer  ap¬ 
proved  by  the  Secretary,  this  might 
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include:  visits  to  the  activity  site,  iden¬ 
tification  of  one  or  more  committee 
members  who  would  be  available  for 
consultation  with  those  invcdved  in  the 
consent  procedure  (Le.,  participants)  at 
the  participant’s  request,  continuing 
evaluation  to  determine  if  any  unan¬ 
ticipated  risks  have  arisen  and  that  any 
such  risks  are  communicated  to  tiie 
participants,  periodic  contact  with  the 
participants  to  ascertain  whether  they 
remain  willing  to  continue  in  the  activ¬ 
ity,  providing  for  the  withdrawal  of  any 
participants  who  wish  to  do  so,  and  au¬ 
thority  to  terminate  participation  of  cme 
or  more  participants  with  or  without 
their  consent  where  conditions  warrant. 

<b)  The  size  and  conv>osition  of  the 
consent  committee  must  be  approved  by 
the  Secretary,  taking  into  account  such 
factors  as:  (1)  the  scope  and  nature  of 
the  activity;  (2)  the  particular  subject 
groups  involved;  (3)  whether  the  mem¬ 
bership  has  been  so  sheeted  as  to  be  com¬ 
petent  to  deal  with  the  medical,  legal, 
social,  and  ethical  issues  Involved  in  the 
activity;  (4)  \^ether  the  committee  in¬ 
cludes  sufficient  members  who  are  un¬ 
affiliated  with  the  {q;>plicant  or  offeror 
apart  from  m»nbership  on  the  commit- 
t^;  and  (5)  whether  ^e  committee  in¬ 
cludes  sufficient  members  who  are  not 
engaged  in  research,  develoixnent,  or 
related  activities  involving  human  sub¬ 
jects.  The  committee  shall  estaldish  rules 
of  procedure  for  camring  out  its  func¬ 
tions  and  shall  conduct  its  business  at 
omvened  meetings,  with  one  of  the  mem¬ 
bers  designated  as  chairperson. 

(c)  Where  a  particular  activity,  in¬ 
volving  fetuses  in  utero  or  pregnant 
women,  presents  negligible  risk  to  the 
fetus,  an  applicant  or  offeror  may  request 
the  Secretary  to  modify  or  waive  the  re¬ 
quirement  in  paragraph  (a)  of  this  sec¬ 
tion.  If  the  Secretary  finds  that  the  risk 
is  indeed  negligible  and  other  adequate 
controls  are  provided,  he  may  (with  the 
advice  of  the  E^thical  Advisory  Boeud) 
grant  the  request  in  while  or  in  part. 

(d)  The  requirements  of  this  section 
and  S  46.304  do  not  obviate  the  need  for 
review  and  ^proval  of  the  application 
or  offer  by  the  organizational  review 
committee,  to  the  extent  required  under 
Subpart  A  of  this  part. 

§  46.306  Activities  invc4ving  fetasee  in 
utero  or  pregnant  women. 

(a)  No  activity  to  which  this  subpart 
is  applicable,  involving  fetuses  in  utero 
or  pregnant  women,  may  be  imdertaken 
unless:  (1)  the  purpose  of  the  activity  is 
to  benefit  the  particular  fetus  or  to  re- 
Bp>ond  to  the  health  needs  of  the  mother, 
or  (2)  the  activity  conducted  as  part  of 
(but  not  prior  to  the  commencment  of) 
a  procedure  to  terminate  the  pregnancy 
and  is  for  the  purpose  of  evaluating  or 
improving  methods  of  prenatal  diagnosis, 
methods  of  prevention  of  premature 
birth,  or  methods  of  intervention  to  off¬ 
set  the  effects  of  genetic  abnormality  or 
congenital  injury. 

(b)  Activities  covered  by  this  subpart 
which  are  permissible  under  paragraph 
(a)  of  this  section  may  be  conducted 


only  if  the  mother  and  father  are  legally 
ewnpetent  and  have  given  their  consofit, 
except  that  the  father’s  consent  need 
not  be  secured  if:  (1)  the  piuTXJse  of  the 
activity  is  to  respond  to  the  health  needs 
of  the  mother  or  (2)  his  identity  or 
whereabouts  cannot  reasonably  be 
ascertained. 

(c)  Activities  covered  by  this  subpart 
which  are  permissible  under  paragraph 
(a)  (2)  of  this  section  may  not  be  under¬ 
taken  unless  individuals  engaged  in  the 
research  will  have  no  part  in:  (1)  any 
decisions  as  to  the  timing,  method,  or 
procedures  used  to  terminate  the  preg¬ 
nancy,  and  (2)  determining  the  viability 
of  the  fetus  at  the  termination  of  the 
pregnancy. 

§  46.367  AcUritics  involving  abortuses. 

No  activity  to  which  this  subpart  is 
applicable,  Invtrfvlng  an  abortus,  may  be 
undertaken  unless: 

(a)  Appropriate  studies  on  animals 
have  been  completed ; 

(b)  Hie  mother  and  father  are  legally 
cmnpetent  and  have  given  their  consent, 
except  that  the  father’s  consent  need  not 
be  secured  if  his  Identity  or  whereabouts 
cannot  reasonably  be  ascertained; 

(c)  Individuals  engaged  in  the  re¬ 
search  will  have  no  pfurt  in:  (1)  any  de¬ 
cisions  as  to  the  timing,  method,  or  pro¬ 
cedures  used  to  terminate  the  pregnancy, 
and  (2)  determining  the  viability  of  the 
fetus  at  the  termination  of  the  preg¬ 
nancy; 

(d)  Vital  functions  of  an  abortus  will 
not  be  artificially  maintained  except 
where  the  purpose  of  the  activity  is  to 
develop  new  methods  for  enabling  the 
abortus  to  survive  to  the  point  of  viabil¬ 
ity;  and 

(e)  Experimental  procedures  which 
would  terminate  the  heart  beat  or  res¬ 
piration  of  the  abortus  will  not  be  em¬ 
ployed. 

§  46.308  Activities  involving  a  dead  fetus 
or  abortus. 

Activities  Involving  a  dead  fetus  or 
abortus  shall  be  conducted  in  accordance 
with  any  applicable  State  or  local  laws 
governing  autopsy. 

§  46.309  Activities  involving  the  abortus 
as  an  organ  or  tissue  donor. 

Activities  involving  the  abortus  as  an 
organ  or  tissue  donor  shall  be  conducted 
in  accordance  with  any  applicable  State 
or  local  laws  governing  transplantaticm 
or  anatomical  gifts. 

§  46.310  Activities  to  be  performed  out¬ 
side  the  United  States. 

Activities  to  which  this  subpart  is  ap¬ 
plicable,  to  be  conducted  outside  the 
United  States,  are  subject  to  the  require¬ 
ments  of  this  subpart,  except  that  the 
consent  procedures  specified  herein  may 
be  modified  if  it  is  shown  to  the  satis¬ 
faction  of  the  Secretary  that  such  pro¬ 
cedures,  as  modified,  are  acceptable 
imder  the  laws  and  regulations  of  the 
country  in  which  the  activities  are  to  be 
performed  and  that  tiiey  ccmiply  with 
the  requirements  of  Subpart  A  of  this 
part. 


Subpart  D — Additional  Protections  Pertain¬ 
ing  to  Activities  Involving  Prisoners  as 
Subjects 

§  46.401  Ai^icabOity. 

(a)  The  regulations  in  tills  subpart 
are  applicable  to  all  Department  of 
Health,  Education,  and  Welfare  grants 
and  contracts  supporting  research,  de¬ 
velopment,  and  related  activities  involv¬ 
ing  prisoners  as  subjects. 

(b)  ’The  requirements  of  this  subpart 
are  in  addition  to  those  imposed  imder 
the  other  subparts  of  this  part. 

§  46.402  Purpose. 

It  is  the  purpose  of  this  sxibpart  to  pro¬ 
vide  additional  safeguards  for  the  pro¬ 
tection  of  prisoners  involved  in  activities 
to  which  this  subpart  is  applicable,  inas¬ 
much  as,  because  of  their  incarceration, 
they  may  be  under  constraints  which 
coiUd  affect  their  ability  to  make  a  truly 
voluntary  and  imcoerced  decision 
whether  or  not  to  participate  in  such 
activities. 

§  46.403  Definitions. 

As  used  in  this  subpart : 

(a)  “Secretary”  means  the  Secretary 
of  Health,  Educatimi,  and  Welfare  or 
any  other  officer  or  employee  of  the  De¬ 
partment  of  Health,  Education,  and  Wel¬ 
fare  to  whom  authority  has  been  dele¬ 
gated. 

(b)  “Prisoner”  means  any  individual 
involuntarily  confined  in  a  penal  insti¬ 
tution.  The  term  is  intended  to  encom¬ 
pass  individuals  sentenced  to  such  an  in¬ 
stitution  imder  a  criminal  or  civil  statute 
and  also  Individuals  detained  in  other 
facilities  by  virtue  of  statutes  or  commit¬ 
ment  procedures  which  provide  alterna¬ 
tives  to  criminal  prosecution  or  incar¬ 
ceration  in  a  penal  institution. 

§  46.404  Additional  dnties  of  the  orga¬ 
nizational  review  committee  where 
prisoners  are  invoKed. 

(a)  In  addition  to  the  responsibilities 
prescribed  for  such  committees  under 
Subpart  A  of  this  part,  the  applicant’s  or 
offeror’s  Organizational  review  emnmit- 
tee  shall,  with  respect  to  activities 
covered  by  this  subpart,  carry  out  the 
following  additional  dutira: 

(1)  Determine  that  there  will  be  no 
undue  inducements  to  participation  by 
prisoners  as  subjects  in  the  activity, 
taking  into  account  such  factors  as 
whether  the  earnings,  living  conditions, 
medical  care,  quality  of  food,  and 
amenities  offered  to  participants  in  the 
activity  would  be  better  than  those  gen¬ 
erally  available  to  the  prisoners; 

(2)  Determine  that  (1)  all  aspects  of 
the  activity  would  be  sqiproprlate  for  per¬ 
formance  on  nonprisoners,  ot  (ii)  the 
activity  involves  negligible  risk  to  the 
subjects  and  is  for  the  purpose  of  study¬ 
ing  the  effects  of  incarceration  on  such 
subjects; 

(3)  Determine  that  the  ^plication  or 
proposal  contains  adequate  procedures 
for  selection  of  subjects,  securing  con¬ 
sents,  monitoring  otmtinued  subject  par¬ 
ticipation,  and  assuring  withdrawal  wlth- 
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out  prejudice.  In  accordance  with 
S  46.405  of  this  subpart; 

(4)  Determine  that  rates  of  remunera¬ 
tion  are  consistent  with  the  anticipated 
duration  of  the  activity,  but  not  in  excess 
of  that  paid  for  other  employment  gen¬ 
erally  available  to  inmates  of  the  facility 
in  question,  and  that  withdrawal  from 
the  project  fen*  medical  reasons  will  not 
result  in  loss  of  anticipated  remunera¬ 
tion;  and 

(5)  Carry  out  such  other  responsibili¬ 
ties  as  may  be  assigned  by  the  Secretary. 

(b)  Applicants  or  offerors  seeking  sup¬ 
port  for  activities  covered  by  this  sub¬ 
part  must  provide  for  the  designation  of 
an  organizational  review  committee,  sub¬ 
ject  to  approval  by  the  Secretary,  where 
no  such  committee  has  been  established 
under  Subpart  A  of  this  part. 

(c)  No  award  may  be  issued  until  the 
applicant  or  offeror  has  certified  to  the 
l^retary  that  the  organizational  review 
committee  has  made  the  determinations 
required  under  paragraph  (a)  of  this 
section. 

§  46.405  Establishment  of  a  consent 
committee. 

(a)  Except  as  provided  in  paragraph 
(c)  of  this  section,  no  activity  covered 
by  this  subpart  may  be  supported  unless 
the  applicant  or  offeror  has  provided  an 
assurance  acceptable  to  the  Secretary 
that  it  will  establish  a  consent  commit¬ 
tee  (as  provided  for  in  the  application 
or  offer  and  approved  by  the  organiza¬ 
tional  review  committee  and  the  Secre¬ 
tary)  for  each  such  activity,  to  oversee 
the  actual  process  by  which  individual 
subjects  are  selected  and  their  consents 
secured,  to  monitor  the  progress  of  the 
activity  (including  visits  to  the  activity 
site  on  a  regular  basis)  and  the  continued 
willingness  of  the  subjects  to  participate, 
to  Intervene  on  behalf  of  one  or  more  sub¬ 
jects  if  conditions  warrant,  and  to  carry 
out  such  other  duties  as  the  Secretary 
may  prescribe.  The  duties  of  the  consent 
committee  may  include: 

(1)  Participation  in  the  actual  process 
by  which  individual  subjects  are  selected 
and  their  consents  secured  to  assure  that 
all  elements  of  a  legally  effective  in¬ 
formed  consent,  as  outlined  in  section 
46.3  of  this  part,  are  satisfied.  Depend¬ 
ing  on  what  may  be  prescribed  in  the 
application  or  offer  approved  by  the  Sec¬ 
retary,  this  might  require  approval  by 
the  committee  of  each  individual’s  par¬ 
ticipation  as  a  subject  in  the  activity  or 
it  might  simply  call  for  verification  (e.g., 
through  sampling)  that  procedures  pre¬ 
scribed  in  the  approved  application  or 
offer  are  being  followed. 

(2)  Monitoring  the  progress  of  the  ac¬ 
tivity  and  the  continued  willingness  of 
subjects  to  participate.  Depending  on 
what  may  be  prescribed  in  the  applica¬ 
tion  or  offer  approved  by  the  Secretary, 
this  might  include:  visits  to  the  activity 
site,  identification  of  one  or  more  com¬ 
mittee  members  who  would  be  available 
for  consultation  with  subjects  at  the  sub¬ 
jects’  request,  continuing  evaluation  to 
determine  if  any  unanticipated  risks  have 
arisen  and  that  any  such  risks  are  com¬ 
municated  to  the  subjects,  periodic  con¬ 
tact  with  the  subjects  to  ascertain 


whether  they  remain  willing  to  continue 
in  the  study,  providing  for  the  with¬ 
drawal  of  any  subjects  who  wish  to  do 
so,  and  authority  to  terminate  participa¬ 
tion  of  one  or  more  subjects  with  or 
without  their  consent  where  conditions 
warrant. 

(b)  The  size  and  composition  of  the 
consent  committee  must  be  approved  by 
the  Secretary,  taking  into  accoxmt  such 
factors  as:  (1)  the  scope  and  nature  of 
the  activity;  (2)  the  particular  subject 
groups  involved;  (3)  whether  the  mem¬ 
bership  has  been  so  selected  as  to  be 
competent  to  deal  with  the  medical,  legal, 
social,  and  ethical  issues  involved  in  the 
activity;  (4)  whether  the  committee  in¬ 
cludes  a  prisoner  or  a  representative  of 
an  organization  having  as  a  primary 
concern  protection  of  prisoners’  inter¬ 
ests;  (5)  whether  the  committee  includes 
sufficient  members  who  are  unaffiliated 
with  the  applicant  or  offeror  apart  from 
membership  on  the  committee;  and  (6) 
whether  the  committee  includes  sufficient 
members  who  are  not  engaged  in  re¬ 
search,  development,  or  related  activities 
involving  human  subjects.  The  commit¬ 
tee  shall  establish  rules  of  procedure  for 
carrying  out  its  fimctlons  and  shall  con¬ 
duct  its  business  at  convened  meetings, 
with  one  of  its  members  designated  as 
chairperson. 

(c)  Where  a  particular  activity  in¬ 
volves  negligible  risk  to  the  subjects,  an 
applicant  or  offeror  may  request  the 
Secretary  to  modify  or  waive  the  require¬ 
ment  in  paragraph  (a)  of  this  section.  If 
the  Secretary  finds  that  the  risk  is  indeed 
negligible  and  other  adequate  controls 
are  provided,  he  may  grant  the  request 
in  whole  or  in  part. 

§  46.406  Special  restrictions. 

Persons  detained  in  a  correction^,!  fa¬ 
cility  pending  arraignment,  trial,  or  sen¬ 
tencing  or  in  a  hospital  facility  for  pre¬ 
arraignment,  pre-trial,  or  pre-sentence 
diagnostic  observation  are  excluded  from 
participation  in  activities  covered  by  this 
subpart,  imless  (a)  the  organizational  re¬ 
view  committee  finds  that  the  partic\ilar 
activity  involves  only  negligible  risk  to 
the  subjects  and  (b)  the  activity  is  thera¬ 
peutic  in  intent  or  relates  to  the  nature 
of  their  confinement. 

§  46.407  Activities  to  be  performed  out¬ 
side  the  United  States. 

Activities  to  which  this  subpart  is  ap¬ 
plicable,  to  be  conducted  outside  the 
United  States,  are  subject  to  the  require¬ 
ments  of  this  subpart,  except  that  the 
consent  procedures  specified  herein  may 
be  modified  if  it  is  shown  to  the  satisfac¬ 
tion  of  the  Secretary  that  such  proce¬ 
dures,  as  modified,  are  acceptable  under 
the  laws  and  regulations  of  the  country  in 
which  the  activities  are  to  be  performed 
and  that  they  comply  with  the  require¬ 
ments  of  Subpart  A  of  this  part. 

Subpart  E — Additional  Protections  Pertain¬ 
ing  to  Activities  Involving  the  Institu¬ 
tionalized  Mentally  Disable  as  Subjects 

§  46.501  Applicability. 

(a)  The  regulations  In  this  subpart 
are  ai^licable  to  all  Department  of 


Health,  Elducation,  and  Welfare  grants 
and  contracts  supporting  research,  de¬ 
velopment,  and  related  activities  Involv¬ 
ing  the  institutionalized  mentally  dis¬ 
abled  as  subjects. 

(b)  Nothing  in  this  subpart  shall  be 
construed  as  indicating  that  compliance 
with  the  procedures  set  forth  herein  will 
necessarily  result  in  a  legally  effective 
consent  imder  applicable  State  or  local 
law  to  a  subject’s  participation  in  such 
an  activity;  nor  in  particular  does  it  ob¬ 
viate  the  need  for  coiut  approval  of  such 
participation  where  court  approval  is  re¬ 
quired  under  applicable  State  or  local  law 
in  order  to  obtain  a  legally  effective 
consent. 

(c)  The  requirements  of  this  subpart 
are  in  addition  to  those  imposed  under 
the  other  subparts  of  this  part. 

§  46.502  Purpose. 

It  is  the  purpose  of  this  subpart  to 
provide  additional  safeguards  for  the 
protection  of  the  institutionalized  men¬ 
tally  disabled  involved  in  activities  to 
which  this  subpart  is  applicable,  inas¬ 
much  as:  (a)  they  are  confined  in  an 
institutional  setting  where  their  freedom 
and  rights  are  potentially  subject  to  lim¬ 
itation;  (b)  they  may  be  unable  to  com¬ 
prehend  sufficient  information  to  give 
an  informed  consent,  as  that  term  is  de¬ 
fined  in  §  46.103;  and  (c)  they  may  be 
legally  incompetent  to  consent  to  their 
participation  in  such  activities. 

§  46.503  Definitions. 

As  used  in  this  subpart: 

(a)  “Secretary”  means  the  Secretary 
of  Health,  Education,  and  Welfare  or  any 
other  officer  or  employee  of  the  Depart¬ 
ment  of  Health,  Education,  and  Welfare 
to  whom  authority  has  been  delegated. 

(b)  “Mentally  disabled”  includes  those 
institutionalized  Individuals  who  are 
mentally  ill,  mentally  retarded,  emotion¬ 
ally  disturbed,  or  senile,  regardless  of 
their  legal  status  or  basis  of  institutional¬ 
ization. 

(c)  “Institutionalized”  means  con¬ 
fined,  whether  by  voluntary  admission  or 
involuntary  commitment,  in  a  residen¬ 
tial  institution  for  the  care  or  treatment 
of  the  mentally  disabled. 

(d)  “Institutionalized  mentally  dis¬ 
abled  individuals”  includes  but  is  not 
limited  to  patients  in  public  or  private 
mental  hospitals,  psychiatric  patients  in 
general  hospitals,  inpatients  of  commu¬ 
nity  mental  health  centers,  and  mentally 
disabled  individuals  who  reside  in  half¬ 
way  houses  or  nursing  homes. 

§  46.504  Activities  involving  the  institu¬ 
tionalized  mentally  disabled. 

Institutionalized  mentally  disabled  in¬ 
dividuals  may  not  be  included  in  an 
activity  covered  by  this  subpart  unless: 

(a)  The  proposed  activity  is  related 
to  the  etiology,  pathogenesis,  prevention, 
diagnosis,  or  treatment  of  mental  dis¬ 
ability  or  the  management,  training,  or 
rehabilitation  of  the  mentally  disabled 
and  seeks  information  Which  cannot  be 
obtained  from  subjects  who  are  not  insti¬ 
tutionalized  mentally  disabled; 

(b)  The  indivlduars  legsdly  effective 
informed  consent  to  participation  in  the 
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activity  or,  where  the  individual  is  le¬ 
gally  incompetent,  the  Informed  consent 
of  a  representative  with  legal  authority 
so  to  consent  on  behalf  of  the  Individual 
has  been  obtained;  and 

(c)  The  individual’s  assent  to  such 
participation  has  also  been  secured,  when 
in  the  judgment  of  the  consent  committee 
he  or  she  has  su£Scient  mental  capacity 
to  understand  what  is  proposed  and  to 
express  an  opinion  as  to  his  or  her  par¬ 
ticipation. 

§  46.303  Additional  duties  of  the  orga¬ 
nizational  review  committee  where 
the  institutionalized  mentally  dis¬ 
abled  are  involved. 

(a)  In  addition  to  the  responsibilities 
prescribed  for  such  committees  under 
Subpart  A  of  this  part,  the  applicant’s  or 
offeror’s  organizational  review  commit¬ 
tee  shall,  \vith  respect  to  activities  cov¬ 
ered  by  this  subpart,  carry  out  the  follow¬ 
ing  additional  duties: 

(1)  Determine  that  all  aspects  of  tlie 
activity  meet  the  requirements  of  §  46.50 
(a)  of  this  subpart; 

(2)  Determine  that  there  will  be  no 
undue  inducements  to  participation  by 
Individuals  as  subjects  in  the  activity, 
taking  into  account  such  factors  as 
whether  the  earnings,  living  conditions, 
medical  care,  quality  of  food,  and  ameni¬ 
ties  offered  to  participants  in  the  activity 
would  be  better  than  those  generally 
available  to  the  mentally  disabled  at  the 
institutions; 

(3)  Determine  that  the  application  or 
proposal  contains  adequate  procedures 
for  selection  of  subjects,  securing  con¬ 
sents,  protecting  confidentiality,  and 
monitoring  continued  subject  participa¬ 
tion,  in  accordance  with  §  46.506  of  this 
subpart;  and 

(4)  Carry  out  such  other  responsibil¬ 
ities  as  may  be  assigned  by  the  Secretary. 

(b)  Applicants  or  offerors  seeking 
support  for  activities  covered  by  this 
subpart  must  provide  for  the  designation 
of  an  organizational  review  committee, 
subject  to  approval  by  the  Secretary, 
where  no  such  committee  has  been  es¬ 
tablished  under  Subpart  A  of  this  part. 

(c)  No  award  may  be  Issued  until  the 
applicant  or  offeror  has  certified  to  the 
Secretary  that  the  organizational  review 
committee  has  made  the  determinations 
required  under  paragraph  (a)  of  this 
section. 

§  46.506  EKtabli»ihmenl  of  a  ronKent 
committee. 

(a)  Except  as  provided  in  paragraph 
(c)  of  this  section,  no  activity  covered  by 
this  subpart  may  be  supported  imless  the 
applicant  or  offeror  has  provided  a  sepa¬ 
rate  assurance  acceptable  to  the  Secre¬ 
tary  that  it  will  establish  a  consent 
committee  (as  provided  for  in  the  appli¬ 
cation  or  offer  and  approved  by  the  orga¬ 
nizational  review  committee  and  the  sec¬ 
retary)  for  each  such  activity,  to  oversee 
the  actual  process  by  which  Individual 
subjects  are  selected  and  consents  re¬ 
quired  by  this  subpart  are  seemed,  to 
monitor  the  progress  of  the  activity  (in¬ 
cluding  visits  to  ttie  activity  site  on  a 
regular  basis)  and  the  continued  willing¬ 


ness  of  the  subjects  to  participate,  to  in¬ 
tervene  on  beh^  of  one  or  more  subjects 
if  conditions  warrant,  and  to  carry  out 
such  other  duties  as  the  Secretary  may 
prescribe.  ’The  duties  of  the  consent  com¬ 
mittee  may  include: 

(1)  Participation  in  the  actual  process 
by  which  individual  subjects  are  selected 
and  their  consents  secured  to  assure  that 
all  elements  of  a  legally  effective  in¬ 
formed  consent,  as  outlined  in  S  46.3,  arc 
satisfied.  Depending  on  what  may  be  pre¬ 
scribed  in  the  application  or  offer  ap¬ 
proved  by  the  Secretary,  this  might  re¬ 
quire  approval  by  the  committee  of  each 
individual’s  participation  as  a  subject  in 
the  activity  or  it  might  simply  call  for 
verification  (eg.,  through  sampling)  that 
procedures  prescribed  in  the  aw>roved 
application  or  offer  are  being  followed. 

(2)  Monitoring  the  progress  of  the 
activity  and  the  continued  willingness 
of  subjects  to  participate.  Depending  on 
what  may  be  prescribed  in  the  applica¬ 
tion  or  offer  approved  by  the  Secretary, 
this  might  Include:  visits  to  the  activity 
site,  identification  of  one  or  more  C(Mn- 
mittee  members  who  would  be  available 
for  consultation  with  subjects  at  the 
subjects’  request,  continuing  evaluation 
to  determine  if  any  unanticipated  risks 
have  arisen  and  that  any  such  risks  are 
communicated  to  the  subjects,  periodic 
contact  with  the  subjects  to  ascertain 
whether  they  remain  willing  to  continue 
in  the  study,  providing  for  the  with¬ 
drawal  of  any  subjects  who  wish  to  do  so, 
and  authority  to  terminate  participa¬ 
tion  of  one  or  more  subjects  with  or 
without  their  consent  where  conditions 
warrant. 

(b)  The  size  and  composition  of  the 
consent  committee  must  be  approved  by 
the  Secretary,  taking  into  accoimt  such 
factors  as:  (1)  the  scope  and  nature  of 
the  activity;  (2)  the  particular  subject 
groups  Involved;  (3)  whether  the  mem¬ 
bership  has  been  so  selected  as  to  be 
competent  to  deal  with  the  medical, 
legal,  social,  and  ethical  Issues  involved 
in  the  sictivity;  (4)  whether  the  com¬ 
mittee  includes  sufficient  members  who 
are  unaffiliated  with  the  applicant  or 
offeror  apart  from  membership  on  the 
committee;  and  (5)  whether  the  com¬ 
mittee  includes  sufficient  members  who 
are  not  engaged  in  research,  develop¬ 
ment,  or  related  activities  involving 
human  subjects.  The  committee  shall 
establish  rules  of  procedure  for  carrying 
out  its  functions  and  shall  conduct  its 
business  at  convened  meetings,  with  one 
of  its  members  designated  as  chair¬ 
person. 

(c)  Where  a  particular  activity  in¬ 
volves  negligible  risk  to  the  subjects,  an 
applicant  or  offeror  may  request  the  Sec¬ 
retary  to  modify  or  waive  the  require¬ 
ment  in  paragraph  (a)  of  this  section.  If 
the  Secretary  finds  that  the  risk  is  in¬ 
deed  negligible  and  other  adequate  con¬ 
trols  are  provided,  he  may  grant  the  re¬ 
quest  in  whole  or  in  part. 

§  46.507  Activitien  to  be  performed  out¬ 
side  the  United  States. 

Activities  to  which  this  subpart  Is  ap¬ 
plicable,  to  be  conducted  outside  the 


United  States,  are  subject  to  the  require¬ 
ments  of  this  sulH>art,  except  that  the 
oemsent  procedures  specified  herein  may 
be  modified  if  it  is  shown  to  the  satis¬ 
faction  of  the  Secretary  that  such  proce¬ 
dures,  as  modified,  are  acceptable  under 
the  laws  and  regulations  of  the  country 
In  which  the  activities  are  to  be  per- 
fonned  and  that  they  comply  with  the 
requirements  of  Subpart  A  of  this  part. 

Subpart  F — General  Provisions 
§  46.601  Applicability. 

Sections  46.602  through  46.606  are  ap¬ 
plicable  to  all  grant  or  contract  sup¬ 
ported  activities  covered  by  this  part. 

§  46.602  Multiple  consent  committee  re¬ 
quirements. 

Where  an  application  or  proposal 
would  involve  human  subjects  covered 
by  more  than  one  consent  committee 
requirement  imposed  under  this  part, 
upon  approval  by  the  Secretary,  these 
multiple  requirements  may  be  satisfied 
through  use  of  a  single  consent  conunit- 
tee  appropriately  cemstituted  to  take  ac¬ 
count  of  the  nature  of  the  subject  group. 

§  46.603  Organization's  records;  confi¬ 
dentiality. 

(a)  Copies  of  all  documents  presented 
or  reqtiired  for  initial  and  continuing  re¬ 
view  by  the  organization’s  review  com¬ 
mittee  or  consent  committee,  such  ae 
ccmimittee  minutes,  records  or  subjects’ 
consent,  transmittals  on  actions,  in¬ 
structions,  and  conditions  resulting  frtmi 
committee  deliberations  addressed  to  the 
activity  director,  are  to  be  retained  by 
the  organization,  subject  to  the  terms 
and  conditions  of  grant  and  contract 
awards. 

(b)  Except  as  otherwise  provided  by 
law,  infixmation  in  the  records  or  pos¬ 
session  of  an  organization  acquired  in 
connection  with  an  activity  covered  by 
this  part,  which  Informatkm  refers  to  or 
can  be  identified  with  a  particular  sub¬ 
ject,  may  not  be  disclosed  except: 

(1)  With  the  consent  of  the  subject 
or  his  legally  authorized  r^resentative; 
or 

(2)  As  may  be  necessary  for  the  Sec¬ 
retary  to  carry  out  his  responsibilities 
under  this  part  in  the  exercise  of  over- 
^ht  for  the  protection  of  svich  subject 
or  class  of  subjects. 

§  46.604  Reports. 

Each  organization  with  an  approved 
assurance  shall  provide  the  Secretary 
with  such  reports  and  other  information 
as  the  Secretary  may  from  time  to  time 
prescribe. 

§  46.605  Early  termination  of  awards; 
evaluation  of  subsequent  applica¬ 
tions. 

(a)  If,  in  the  judgment  of  the  Secre¬ 
tary,  an  organization  has  failed  ma- 
teriaily  to  comply  with  the  terms  of  this 
policy  with  respect  to  a  particular  De¬ 
partment  of  Health,  Education,  and 
Welfare  grant  or  contract,  he  may  requre 
that  said  grant  or  contract  be  terminated 
or  suspended  in  the  manner  prescribed 
in  applicable  gr^nt  or  procurement 
regulations. 
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(b)  In  evaluating  proposals  or  appli¬ 
cations  for  support  of  activities  covered 
by  this  part,  the  Secretary  may  take  into 
account,  in  addition  to  all  other  eligibil¬ 
ity  requirements  and  program  criteria, 
such  factors  as:  (1)  whether  the  offeror 
or  applicant  has  been  subject  to  a  ter¬ 
mination  or  suspension  under  paragraph 
(a)  of  this  section,  (2)  whether  the  of¬ 
feror  or  applicant  or  the  person  who 
would  direct  the  scientific  and  technical 
aspects  of  an  activity  has  in  the  judg¬ 
ment  of  the  Secretary  failed  materially 
to  discharge  his,  her,  or  its  responsibility 
for  the  protection  of  the  rights  and  wel¬ 
fare  of  subjects  and  (3)  whether,  where 
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past  deficiencies  have  existed  in  dis¬ 
charging  such  responsibility,  adequate 
steps  have  in  the  judgment  of  the  Secre¬ 
tary  been  taken  to  eliminate  these 
deficiencies. 

§  46.606  Conditions. 

The  Secretary  may  with  respect  to 
any  grant  or  contract  or  any  class  of 
grants  or  contracts  impose  additional 
conditions  prior  to  or  at  the  time  of  any 
award  when  in  his  judgment  such  condi¬ 
tions  are  necessary  for  the  protection  of 
human  subjects. 
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§  46.607  Activities  conducted  by  De¬ 
partment  employees. 

The  regulations  of  this  part  (except 
for  this  subpart)  are  applicable  as  well 
to  all  research,  development,  and  related 
activities  conducted  by  employees  of  the 
Department  of  Health,  Education  and 
Welfare,  except  that:  (a)  subpart  C  is 
applicable  only  to  biomedical  research, 
development,  and  related  activities  and 
(b)  each  agency  head  may  adopt  such 
procedural  modifications  as  may  be  ap¬ 
propriate  from  an  administrative  stand¬ 
point. 
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